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Figure 4: Cumulative Response Rates Based oo PGTC Seizures kigure>: Lumulalive Responsc Rate Bascd on Al Scizures

(All Randomized Subjects With PGTC Seizures; Protocols YTC and YTC-E) (All Randoemized Subjects; Prolocols YTC and YTC-E)
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REVIEW AND EVALUATION OF CLINICAL DATA

IND (serial no.) 20,505 (006)

SPONSOR R. W. Johnson
DRUG (generic name) Topamax (Topiramate)
INDICATION Epilepsy -
MATERIAL SUBMITTED Labeling change
CORRESPONDENCE DATE 3/9/99

DATE RECEIVED 3/10/99

DATE REVIEWED "~ 3/18/99
INTRODUCTION

Topamax (TOP) was approved on December 24, 1997 as adjunctive therapy for the
treatment of partial seizures in adults with epilepsy. The sponsor now proposes a change to the
pregnancy section in labeling. : '

REVIEW | _

Because of four, presumably retrospective reports of hypospadias after first trimester
exposure to TOP (in three of which there was also concomnitant use of carbamazepine), the sponsor
has elected on its own to change current labeling to reflect this information, without imputing an
established causal connection. See the attached documentation.

CONCLUSION

I concur with the labeling chahgc r;cg[nmendcd by the sponsor.

( /’S/ 1\}

Richard M. Tresley O
Medical Reviewer

IND 20,505 (006) div file/Katz R/Ware J/Tresley R/18 March 1999
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JV\ Pvﬁ, REVIEW AND EVALUATION OF CLINICAL DATA

NDA 20,505

SPONSOR R. W. Johnson

DRUG (generic name) ‘Topamax (Topiramate)

INDICATION Epilepsy

MATERIAL SUBMITTED Consult #3777 (Rates of hepatic and renal adverse events)
- CORRESPONDENCE DATE 10/7/98

DATE RECEIVED 10/13/98

DATE REVIEWED 10/27/98

INTRODUCTION

TOPAMAX was approved as an anticonvulsant medication in 12/24/96. One
' postmarketing report from Norway of fulminant liver failure leading to transplant was recently
received and has been published in Lancet (v 332, #9134 [3 Oct 1998)). Following are the
questions posed and the responses: : -
(1) Please provide an estimate of the rate of liver disease with topiramate since its
approval.

According to labeling, SGPT, SGOT, and alk phos increases occur in 1/100-1/1000
patients), GGT increases in fewer than 1/1000 patients. Estimated US exposure since approval is
20,553 person-years (median duration of therapy, 31 days; mean, 35 days; mode, 31 [range 7-
100)).

The Norwegian case concemed a 39-year-old female, on CBZ x 2 years (without problem),
who developed apparently acute liver failure 4 months after TOPAMAX initiation (beginning at 50

" mg/day and escalating to 300 mg/day). Symptoms of fatigue, nausea, and anorexia occurred a few
days after the last dose increase from 275 to 300 mg/day. Her SGPT rose to 10,000; levels of
CBZ and TOPAMAX were reportedly within normal ranges; Hep, CMV, and EBYV titres were
negative. She became encephalopathic and developed hepatorenal syndrome.

Two cases of adverse hepatic events were recognized in the US:

(1) 8-year-old female, on TOPAMAX 100 mg/d, developed anorexia, fatigue, and weight loss,
and was diagnosed with hepatitis (no Hep screens were done). Four weeks after TOPAMAX
initiation, her SGOT rose to 738, SGPT to 387, and tot bili to 3.2. Hospitalization was not
required, and her LFTs declined 4 days after TOPAMAX was discontinued (SGOT 140, SGPT
262, tot bili 1.5). Concomitant meds: CBZ started 6 months, and phenobarbitol 3 months, prior to
symptom onset).

(2) 42-year-old male, on increasing doses of TOPAMAX x 3 weeks (25 mg/d x 1 week, 50
mg/d x 1 week, 100 mg/d x 1 week), developed nausea, jaundice, and anorexia (SGPT 1464,
GGT 508, tot bili 13.9). The patient was hospitalized and a liver biopsy showed “moderately
severe chronic active hepatitis with cholestasis with drug reaction or viral infection.” Hep screen
was negative; following TOPAMAX discontinuation, his LFTs began to improve (SGOT 503,
GGT 404, tot bili 11.4); no further follow-up was provided. Concomitant meds: gabapentin
started about 6 months prior to symptoms and phenytoin (starting date unknown).

Based on the one hospitalized US patient, the overall reporting rate for serious hepatic
events in the US was calculated at 1/20,553 person-years of exposure. For Norway, based on the
case above, the reporting rate for acute liver failure among TOPAMAX users in Norway was
calculated at 1/500 patient-years of exposure, much higher than the expected rate.

Because of the presence of confounders (all 3 patients were other drugs known to cause
liver problems) and the small numbers of reported events (subjecting the estimated rates to
considerabie statistical variability), interpretation of the cases is open to some question. However,




it appears that all patients began to improve after TOPAMAX was withdrawn.

(2) Please provide an estimate of the rate of renal disease with topiramate since
its approval.

Labeling (‘‘Precautions”) singles out kidney stones (increased “incidence of 2-4 times that
expected in a similar untreated population”). Dosage adjustment in cases of renal impairment is
recommended (*‘may be required”).

Two postmarketing cases were recognized:

(1) US case: 11-year-old male, on TOPAMAX x 2 months (no other anticonvulsants
-mentioned), developed renal failure attributed to hypocalcemia and renal tubular acidosis. The
patient was hospitalized, but no other information was available. Hypocalcemia is listed in labeling

as an adverse event occurring in 1/100-1/1000 patients. In view of its similarity to carbonic
anhydrase inhibitors (e.g., Diamox), renal tubular acidosis is a possible adverse event.

“(2) Swedish case: 63-year-old diabetic female developed nephrotic syndrome after having been
treated with TOPAMAX 150 mg/d x 2 months and Lamictal (start date unknown). Kidney biopsy
showed membranous glomerulonephritis and nephrosclerosis “that a ‘clinical expert’ deemed to be
a possible drug-induced reaction. The reporter was less convinced that topiramat. was the etiology
of the event.” The patient was hospitalized and the drug discontinued, but the nephrotic syndrome
reportedly has not resolved 5-6 months later.

. Based on the single US case of serious renal disease, the overall estimated reporting rate
was 1/20,553 person-years of exposure. No rate was-provided for the Swedish case; the presence
of diabetes and Lamictal as confounders, as well as the fact that the patient has not improved off
TOPAMAX,makes it more difficult to implicate the drug.

From an earlier consult:

(3) Please provide an estimate of use for Topamax, as well as simjlar comparative

data for the other recently approved anticonvulsants -- Felbamate, Gabapentin,

and Lamictal. : ——\
Estimated number of prescriptions dispensed in the first 12 months of markctingi’_-_’_,,,_".,"

RECOMMENDATIONS

(1) Given the uncertainty of the actual incidence of serious hepatic discase (owing to the small
" numbers of reported events), a postmarketing section should be added at the end of current labeling
for Topamax(repeated from my review of a previous Epidemiology consult, dated 6/25/98):

Postmarketing and Other Experience: In addition to the adverse
experiences reported during clinical testing of TOPAMAX, the following adverse -
experiences have been reported in patients receiving marketed TOPAMAX from
worldwide use since approval. These adverse experiences have not been listed
above and data are insufficient to support an estimate of their incidence or to
~ establish causation. The listing is alphabetized: cholelithiasis, hepatic failure,
hepatitis, pancreatitis, and renal tubular acidosis. -
One patient, a 30-40 year-old female on a stable dose of carbamazepine
for over a year, was begun on Topamax at 50 mg/day, then subsequently titrated
to 300 mg/day (over 4 months). During the titration period, her liver function




tests rose 300- fold. and she developed signs of hepatic encephalopathy and the
hepatorenal syndrome, necessitating a liver transplant. Hlstopathology was
“quite compatible with toxic influence.”

(2) The “Warnings” section should advise regular monltonngof SGOT, SGPT, and bilirubin
while patients are on TOPAMAX.

(3) Follow-up of the all the above cases should be done as soon as possxblc and continued until the
patients have returned to baseline.

(4) Expedited reporting of all cases of liver, pancreatic, gallbladder, and biliary tree disorders
should be made imperative upon the sponsor.
Richard M. Tresley

Medical Reviewer

IND 20,505 div file/Katz R/Ware J/Tresley R/27 October 1998 -
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